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This is a communication from the examiner in charge of your application. 
COMMISSIONER OF PATENTS AND TRADEMARKS 

OFFICE ACTION SUMMARY 

[B-'fSesponslve to communication(s) filed on 

O This action is RNAL. 

[D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed in 
accordance with the practice under Bx parte Quayle, 1935 D.C. 11; 453 O.G. 213. 

A shortened statutory period for response to this action is set to expire ^ month(s), or thirty days, 

whichever is longer, from the mailing date of this communication. Failure to respond within the period for response will cause • 
the application to become abandoned. (35 U.S.C. § 133). Extensions of time may be obtained under the provisions of 37 CFR 
1.136(a). 

Disposition of Claims 

[3^^claim(s) J'^^ is/are pending in the application. 

Of the above, claim(s) is/are withdrawn from consideration. 

□ C|3im(s) ^ is/are allowed. 

□^aim(s) f-^lS is/are rejected. 

□ Claim(s) ^ is/are objected to. 

D Claim(s) - are subject to restriction or election requirement. 

Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The drawing (s) filed on Is/are objected'to by the Examiner. 

□ The proposed drawing correction, filed on - is □ approved □ disapproved. 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

□ Acl<nowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 1 9(a)-(d). 

□ All □ Some* □ None of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Serial Number) _ 



□ received in this national stage application from the International Bureau (PCT Rule 1 7,2(a)). 
*Certified copies not received: 



□ Acl<nowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e). 
Attachment(8) 

0''^Noticeof'Reference Cited, PTO-892 

□ Information Disclosure Statement(s), PTC- 1 449. Paper No(s). 

□'Interview Summary, PTO-413 A Q V\ "^otU^A QjtO^ /I'-MWdJ Of- fO^^^t^^ 

□ Notice of Draftperson's Patent Drawing Review, PTO-948 
Notice of Informal Patent Application, PTO- 1 52 

^ -SEE OFFICE ACTION ON THE FOLLOWING PAGES- 

^<''*'-^'^ * U.aOPO: 1896-421-6'' 
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DETAILED ACTION 



Claim land 24 have been mended. 
Claims 1-25 are pending and being acted upon presenUy. 
2.^__^^e ,e. . ^ ,,e,ions or Ti„e 35 USC no, included in d,i. .e.io„ can be ronnd in a prior o«ice 

(Pap?rr ''^■""^ '° ^^""-"'^ — • «'ed (Paper No. 10, a™i filed 8««7 
The re^ecions of record can he fonnd in the previon, Offlce Acions (Paper No. 7, , and ,2, 

p.e^:r " ^"^-^■^ ^ "o -p-^ wi* 37 cm , ,4 

(see^ - --P.io. o. d,e .ra„h,gs in accordance „id, .ese changea 

r sending camrs 1 and 24, filed 
-..r .«nes raised in d,e Advisory^cHon ^T^^,. 'T^.ZtZ^t''- '™ 

an.riSti=.2£r^^^^^^^^^ 

these same prior art references employing tte sle anSv .* no obvtate the clear teachings of the 
patten, populations includmg therajeudc efflcari^ ^^^i ^""""'' ^'"^^^ ""^S^ and 
clamied invention. "''^ """"""als as applicanl's insran, disclosure and 
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method of anti-Tac treatment is n!Lun7olT^lT ^iT^r'''- ''^'^^"^^Sed pursuit for a 
successfully employed anti-Tac antibodies toSallv n^'' ''^^^or6 

the mvention was made that recombinTt Sod^^ 7^^^^ ^ ^ " " '-"^ the 
™™uno.em..l.itat.onsmtheuseofmurmeant.^^^^^^^^^^ 

ratio^IS^itr,^^^^^^ to a therapeutic amount "provided in a 

ratio based upon soluble IL-2 receptorTvei^su ,'2.at^^^^ ^."^^ '"^ conjugate, 'faid 

provided" (recued in claim 1) or "wherein th; effecdve dose il nro h °' '^'^^ '^"^ ^^"P^O" is 
conjugate, said ratio sufficient to produce 25 to itT. J ^."^"'^ ^ of anti-Tac to cytotoxin- 
conjugate" (recited in claim 24) are acl^ow,^^^^^^^^^ Ho "ve" th '"^^ ^^^^ ^^^^^^-n 

propemes associated with the same dosages Si TfcT ' T ""^^^'y recite 

Agam, applicant has not distinguished SLT^I'S^^ ^^"^'^^ ^'p"- art. 

applicant s own work and applicant has not prov ded a^v P"or art is 

same dosages taugh, in u,e prior ar, and encoCSbTS^ °' , """""^ "f 

«on of .L.2 receptors is a broad range Xhwoltv r' "l' '^8' °"5-75% 

a.erapeut.c anti-Tac conjugates taught by L prior m -Jh^!! - T "^^ ^""imstralion of 

by applk^an, do not add additional LZZ H m^ Z^^'" "'u'^'-'"' "> 

of ann-Tac to 5-15 mg mCi "Y" or "a cvtotLVn ™ ' " ""^"8' amount of "2-100 mt 

either "Y or ricin A'' ncon,pass<S'by rp^Tous aL74^^^^^^^ ^^"^ '^■°'<»" ' 

drawn to "lO-lOO ug/.g ^^ac dosL- a,^ dT^^L' tTSolf ^i-^lrtS ^'^^^ ^ 

-i.i?s^o':?-^!syr^^ 

well'trn t :S'^~-tr r r - saturation was 

- .^r soluble ,L-2K i. directly proportional t^-talTi'l^lr a^;' ^ rJt^^Z^^-T 

adjusted on d,e basis of dte estimate of dte ser™^ iTbk n Tt^?"' '^'"^''^ ">ay be 
dose admimstration. The levels of anti-Tac ar™Z e it^fi 'S^' ^r'' T""" ' *e 
approxmtately 25 to 75 % samration of d,e IL-2 "ceptorr^lr'^ "T'"^ » Produce 

observation during the Phase I trial, where fte bMnl w,, ? '^''"'"■""s are made on die basis of the 
.he Circulating cells o, -,„.anti-Ta; to SS;^ ™L ^^''^ ^ » 
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during *e Phase f «a>; Sixafaf^Z 5,L ,°' "'^ '^'«-'">» Woavailabm» smdie, 
unlabeled and labeled anUbo Jy) eha, ™sTuffS?!^ 1° <" ^Mac (sum Ltg 

S.L-2R, wid,„n, excessively dU„,i„g anlodTs^ific^. ' 

2R r^Sp:;srirL^d^°;:ja^^^^ ^~„n o, ,l. 

snjd,es mcluding algoriUms <o oven=„„e uTeC „ Si T'T"- ^ "ioavaUabili^^ 
-v^w.„d,„,„^,^,^^^^^^^ 

»;r?t*™ work employing d,e san,c a„.i-Tac 

A .hough .he paramecers of fte clinical »,als are " oTto t nO'^' " 
the cluneal trials of Uie prior an were performed wi hi Possession; i, is prima facie obvious thai 

soluble IL.2R as the instant invention. tat^^e^oSr'? o^""-™'"™? bioavailab^^t 
particularly evident considering .hat the prior anXS „rS„ ir '° ™s is 

efficacy of anti-Tac antiboiy-radionuci dVco^^^r^SZ" ™ '° '"^ ■» -W'™ 

d seases targeted by anti-Tac anUbody radionuSTor c«o Sr^*""* *° ">= ^^us 

providmg ratios of anti-Tac to "Y said raiin ^^rll f^^* "^W" wuld have resulted in 
■sa,d ratio based upon soluble lL-2 relZ S ' h ,h °' ^''''f'' "> '"^ conjugate 

provided- (recited in claim 1) or •'»Z7^V'^tZT, ' '"^O"^ of total IL-2 recent 

conjugate said ratio sufficient to proS tot ^^ L^^^^^^^ ' »«-Tac .0 cyto'toTm 

conjugate- (recited in claim 24) saturation of IL-2 receptors by said cytoioxin 

C) Rebuttal ,0 applicant's argnments concerning the prior art of record. 
claimrSos^.^riTtiX'S^^^^^^^ 

sr^i^-s^ 

samepla S^^^S?: anX' ^^^1 S Ph^ ^n™' ^^'^ - 

~:hT,°"-'°° °f -"-J^" Sed°tSf,?mS'»?Sb° ""T ' '"^-'^ 

recited m the claims is a broad range as well as It ^^^r ,„ .■ , Y-labeled anti-Tac antibody 

would have been encompassed by L Tj:m: J;^'t,'^^iXt:TJ'^''- T'"'' ^ ^""^ 
the pnor art. Applicant has not provided obiect^evkleLTS i J ^ f T"^'' """^y "'^'osed in 
n-eet the effective dosages including the ~ ofT^^trs".^^^^^^^^^^ ■'° ^ 
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Applicant argues that Waldmann (Imo Adv nnrni ^ 

However, this Waldmann (Imp Adv Oncnl ^ r.f 
of same 5-15 mCi ^Y-labeledUlt Int^^^^^^^^ applicant appears to teach the use 

reference 22 in Waldmann. Important Adv Once, 99^ ^993, cited as 

and the next section)(see page S154 column 1 V I ^ '^''''''^ ''^stant application see 892 

recitation of Waldmam, (At^. Oncol'. igZ LZ '^'^ "^^^^^ 

appears to be the same 

previous section. Therefore, the refer;nce di^cWe ;f 5 T r^%X'^V^ ^^^'^ ^^^^^ the 
to be a mistake and should be 5-15 mCi '"Y-^TbZ " h r '^^.^ °f ^"^^beled anti-Tac antibody appears 

with 5-15 mCi 'oy-labeled anti-Tac antibody recited in thfl ^ ^""^"^ ^"''''°dy provided 
samration of total IL-2 receptors and surely wo^vet^^^ ' "'^'^ '""^^ 2?-75% 
mC. -Y-labeled anti-Tac antibody disclosedble S a^ AnT'!?' 5-15 

::^renrp-^^^^^^^^^^ 

regardmg the claimed ratios. Waldmami (Leukemia) provides no teaching or suggestion 

^-^^i:^^^ — appears to teach the use of 5-15 

providing therapeutic effect (see page S154 collTlf rl^^^ Tac-expressing ATL, thereby 

provided with 5-15 mCi ^Y-labeled and-Tac ^tbodv ecJ^H 'T ^"^''Tac antibody ' 

% saturation of total IL-2 receptors and "ol^l^^^^^^^ « •>^oad range as well as 25- 

5 mQ »OY„be,ed anti-Tac antibody disclosed r^ nno'^^^^^ encompassed by the use of the same 5- 

were k„^w„ and „sed a. .tae in«lrwa?LdTa^',.'f .'r^'j* <™' "-"j-S^"^ 
instant clanned limitations. ^''^ ^"^ """sages are encompassed by die 
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Applicant argues that while Haklmi et a I t«o„i, ^ • . 
order ,„ de,en„i„e PhamacokinerS^ ,1 T^:^"^ '^"'^''^ ■» -«nkeys to 

rad,o„„cl,de ratio missing from die Waldma^ S,'"'^ °' ^"M^io" "f a specific a„,ijdy- 

specific rario presemly claimed. °^ ""^"^ >«ins a conjugaicd a„.i-Tac in u,e 

-eretT dT.t.rLlcr^^'r^^^^ -ew anrCes as die prtoia. 

pro^f:::::er™r„r'.,:~^^^ - °f ■ ^' - .eac or s^gges, ^e 

saturation as it addresses U,e prope^rnMacr^Y In '° "f '«Stor 

In contrast to applicant's addLsCdfe pLl 7"' ""° 

radionuclide conjugates, d.is refere^^CvS ll^^^^^ "'-T- -"Wy 

addtnonal linritation of providing G-CSF » cemto nS n ? """"^^ ^ ^"^smg the 

amtbody radionuclide conjugatef were JbT^^pZZTZT ""^^'^ ^"i-Tac 
provided teachmgs of effective therapy in human patients 

a-d^SSetr."::-^^^^ 

merely a review article for discussing Li-IL^r ct ,or „^n^^^^^^^^^ "' "^^ D™«ein is 

the use of radionuclides in inimunosuppressive Sv FuT T""^'' """^^ about 
possthle use of "Y co-ijugated antibodies for^efSof c"^, Zf^' 

of specific a„„.Tac ,o "y conjugate ratios to provide an e?fS H f ""l' P''""* °"«'°« •«*"S 
describes possible dosages of a variety of radiorilLs in*H »v . Wessels 

paragraph 1 of applicant's disclosure mates no j^-^ ? D'amanstem and Kozak. It is noted that page 5 
with a p-emitting isotope such as -YtSum In T" "-^•"'"^"g ^^^^ope such as -Sudi 

Pharmaceutical compositions and no^^Ids T ^S"^^ '"^^^"^ ^'^^^ - ''-wn" 

motivation to conjugated anti-Tac antibodts with trir, . '^'^^'y provide 

'"Yttnum as a -dio-immunotherapeutic reagen t^^^^^^ '"^f^^'^S a P-emitting isotope such as 

positive cells observed in a number of T-cel m L^d~rstZ ^° 
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reci^: .a ^..beled anti-rac antibody 

have been encompassed by the use of iT^e ^ [ Ta! cl '^'^ ^^«P'°^? and su eVy would 

Apphcant has not provided objective evidenTe to i^dla """'^'"^ ^ P"or an 

effecfve dosages including the saturation of IL-2 ^Zf::ilZr,^^2l^: 

6. The following are the outstanding rejections of record. 

the untis u'i.ct 103 ^ '""^^ ^ "^-^ anticipated by or in 

reasons of record (Paper Nos. 7. 9,12) ^"^^ ' ^994; 1449. for^e 

altelfv^tdir 3i U.'s^c'. ^'ios ^obj^W^^^^^^ ^^^^> ^ '^^^ anticipated by or, i 
reasons of record (Paper Nos. 7, 9, 12). ^aldmann (Important Adv. Oncol., 1994) for the 



or, in the 



the a/ternati^^unie; s's U.S.C f 103^^^^^^^ § ^^^(b) as being anticipated by or in 

record (Paper Nos. 7, 9, 12). (Leukemia, 1993) for L reasons of 

D) Claims 1-14 and 16-25 are rejected under 35 U «? r R ini u • 

(Ami. Oncol., 1994; 1449. #1) or Waldmann 1. ^ ''^"'S unpatentable over Waldmami 

(Leukemia. 1993) in view ;f ia^l^ '^^.^XT' ^'^'^ Waldmam, 

al. (B.oconjugate Chem.. 1993) for the reasons :f;ecoX-^^ t IT'' ''''' ^^'^^ « 

E) Claim 15 is rejected under 35 U S r s im k • 

1994; 1449. #1) or Waldmami et al (ImnomnVAw n ""P^^^"'able over Waldmami (Ami Oncol 

^wofH^^,,. i99i),'wrrerai."(ro .^^^^^^^^^^^ ^■^'3)t' 

Chem., 1993) as applied to claims M4 and 16-25 above and in fi 11 " (Bio^onjugate 

(Transplantation et al.) for the reasons of record (Paper N^' 7" ^"^^ ^'^^ «t al. 

F) Claims 25-26 are rejected under 35 Ti r k u • 

1986) or Diamantstein et al (Immunol Rev 19 J .„ ' ""Patentable over Kozak et al. (PNAS 
Phys.. 1986) or Wessels et a[. (Med. 

No. (^7/879 056 in view of Waldmami (A,^. 199^ ^ of copending application S^ial 

Oncol., 1994) or Waldmami (Leukemia. 1993) fSrVrs^ofV^^^^^^^^ % Adv. 

that t :^:rrni~^ — dis^^ed win be rued at 
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Claims 1-14 and 16-25 are rejected under 35 U S C S im - ■ 
Arrn^ Oncol., 1994; 1449. #1) or Waldmann e, al flmoo^™ I. T -"P^ttnuble over Waldmann 

w„.e.od.on.o.js;:',;^y— 

^ ®t ai- (Ann. Intern. Med., 1990) 

£m Claim 15 is rejected under 35 U <5 r s „ u • 

1994; 1449. #1) or Waldmann et al. ampoLm a1 O^^^^^^^ ^^^'"^ Oncol.. 

Chem 1993) and Rubin et al. (Ami. Intern Med 1990 , (Bioconjugate 
.n.r.ervlewo,Paren.ea„e.al.aransplanr;;a'^k-£^^^^^^^ 

(£:s'Sr:^::Xr^^n,ri 

al.) are of record. 1993) and Kreitman et al. (as well as Parenteau et 

^^^r^l:^^::2 "^^"T ^-^^^^ saturation of 

receptors in various disease states atX ^ftSr^entlon 'T'''^ '"^'^^^^ soluble IL-2 
ennre document). Rubin also discloses Zs^ ilZioT' ""m'k '^''^"'^^ ^"'^i" « ^1. (See 
and managemem of therapeutic treatment. '"^^'^n ^^"Id be useful in monitoring the efficacy 

encpa'slfd ^^^^2^:^^ of IL-2 receptors and various diseases 

aTso at " ^^^^^'"^ ^i-a- ^ e^^^^^^^^^^ ^^''^'^ '-'^ of an^Tac 

also address the miportance of pharmacokinetic anal vses f '"'^''"^"^^s of record 

ordinary skill in the art to select for approprS S of an^ T ' k T'^ "^^^ ^^^^^"^ to one of 
the level of saturation in vivo to achieve theralTeffi^^^^^^^^^ T^^''^ ^^o^J^gate ratios as well as 
patients. It would have been recognized tha Te^rwoS h T^^^^ '''' ^^'"''^^ ^^-2 receptors in 
Inferences in the nature of diseases as well LtlXl patlenfst? ''^'^'P^^^^^ ^oses since 
time the invemion was made. Also the comhin^n f ^ ^^'^ ^^^l expected in the art at the 
conjugate therapies including human paS^^^^^ 'T' ^^'^^^^ °' -ti-Tac a^dr 

parameters or calculations associated with antibodTcontil ' "^ablish 

such therapeutic successes and phanriacokiSc sm^^Teref ^^^^^^ based upon 

establish via pharmacokinetic studies as weTas « ^o"ld have been obvious to 

of total anti-Tac antibody conjugates 17^ s suS '^^^'^"^""^^ '^'^^'^on to predict a dose 
levels without diminishing antibody spS actTvS^''?l ? ^ mT °' 1^-2 receptor 

encompassed by the claimed limita^^oL, in iS mi^of^^T ^ ^"^^'^^'^^ dosages 

saturation levels ' '"'^'^^'ng ratios of anti-Tac to conjugates as well as IL-2 receptor 
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Tac^::^:;^:;^^^^^^^ sa.e a.ou. or „e., .e sa.e a.ou. of an. 

not provided sufficient objective evidence to dis^^^^^^^^^^ P^^entiy claimed. Applicant 

conjugates taught or known by virtue of 5ie combTn f "^"""^ of anti-Tac antibody 

cWd effective dosages are either augh^bri 'f^^^^^^^^^^ "'^^^ *at presently claimed The 
fall m the art at the time the invention was made to provide TJ '^^^ ^''^'""^ °f orla^^ 
and compositions in meeting the needs of either reducL^^^^^^^^ '^l^^-d methods 

Therefore, one of ordinary skill in the art at^e tSe 2 ''""'"^^"^^ measurable or assessable disease 
determine and establish the Parameters l^cLtg^t'^^^^^^^^ "^''^ ^^-^ been modvated to 

associated with anti-Tac antibody conjugate effil!^—^^^ ^^-2 receptor saturation 

Of the references, it was apparent that r ^f o^d"^^^^^^^ -^^"ties. 4m the "X^^ 

expectation of success in producing the claimed remi^n ^ '^"'^ '^'^ ' ^^««°"«ble ' 

prima facie obvious to one of ordiLy skillTjInTl ^ZT"' « -as 

the references, especially in the absSie of evid^ce toTe VoT^^' ^^''--d by 

8. Claims 1-18 and 24-25 are rejected under 35 U S C 8 1 19 
..ngtoparticularlypointouta^^ 

unclear whether these limitations a op^^^^^^^ ^''''''^ ^" ^^^^ 24) because S is 

Itmi^tions are drawn to discrete and aSfona m ^^^^^^^^^ ^'^^^^^ or whether th^se 

The amendments must be supported by the snecTr?!! 

PP rtea oy the specification so as not to add any new matter. 

9. No claim is allowed. 

supervisor. Lila Feisee can be reached on (703^08 273, T ' "«essfiil, the examiner's 

;;oS.^i^-~ 

Should iSS" ^O^;"^^^^^^^^^ - Group 1800 by facsimile transmission. Papers 

papers must confonn wiSi the notL pub^ld h^^^^^^^ taxing of such 

The CMl Fax Center telephone number I^Tto') 30^^^^^^^^^^ ™T2'42^^ 

or wWcToS^requilra'^^^^^^^^ this application, other than those under 35 U S C 132 

[lila.feisee@uspto.go?]. ^ '"'^ "^^^ applicant and should be addressed to 
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All Internet e-mail communications will be made of r... ^ • u 
not engage in Internet communications XrVZt^ l application file. PTO employees do 



Phillip Gambel, Ph.D. 
Patent Examiner 
Group 1800 
November 24, 1997 



